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General Procedure for synthesis of 3: To a solution of 1 (1 equiv.) in THF (50 mL) was added a solution of K 2 CO 3 (3 equiv.) in water (50 mL) at -10 o C. To the resulting solution at -10 o C was added slowly via syringe α-Chloroacid chloride 2 (1.1 equiv.) with vigorous stirring, and the reaction mixture was stirred at same temperature for 1 h. The mixture was poured in water (50 mL) and extracted with CH 2 Cl 2 (2 X 100 mL), and the organic layer was dried (Na 2 SO 4 ), filtered and concentrated to afford 3 as a colorless oil.
General Procedure for synthesis of 4:
To a solution of 3 (1 equiv.) in CH 2 Cl 2 (100 mL) was dropwise added KOBu t (4 equiv.) in IPA (100 mL) at 0 o C. The resulting solution was stirred at RT for 1h. 2N HCl was added to adjust the pH 7 of reaction mixture. The solvent was removed under reduced pressure to obtain white precipitate. The precipitates were taken in ethyl acetate (100 mL) and washed with H 2 O, The organic layer was separated, dried (Na 2 SO 4 ), filtered and concentrated to obtain 4 as colorless oil.
General Procedure for synthesis of 5: LAH (2 equiv.) in THF (100 mL) was cooled to 0 o C in an ice bath under nitrogen. A solution of 4 (1 equiv.) in THF (20 mL) was added dropwise, and S3 the resulting solution was stirred at RT for 16 hrs. The reaction mixture was cooled to 0 o C and carefully quenched with water (2 mL), 2 N NaOH (2 mL) and water (8 mL). The resulting slurry was stirred at RT for 1 h and filtered through Celite. The filter cake was washed with ethyl acetate and discarded. The filtrate was dried (Na 2 SO 4 ), separated and concentrated to afford 5 as a colorless oil.
Experimental Procedure (S)-2-chloro-N-(1-hydroxypropan-2-yl)acetamide(3a):-To a solution of 2-(S)-amino-propan-1-ol (1.0 g, 13.33 mmol) in THF (50 mL) was added a solution of K 2 CO 3 (5.52 g, 39.99 mmol) in water (50 mL) at -10 o C. To the resulting solution at -10 o C was added slowly via syringe α-Chloroacetylchloride 2 (1.16 mL, 14.66 mmol) with vigorous stirring, and the reaction mixture was stirred at same temperature for 1 h. The mixture was poured in water (50 mL) and extracted with CH 2 Cl 2 (2 X 100 mL), and the organic layer was dried (Na 2 SO 4 ), filtered and concentrated to afford titled compound 3a as a colorless oil (1.71 g, 85% 82 mmol) in THF (20 mL) was added dropwise and the resulting solution was stirred at RT for 16 hrs. The reaction mixture was cooled to 0 o C and carefully quenched with water (2 mL), 2 N NaOH (4 mL) and water (6 mL). The resulting slurry was stirred at RT for 1 h and filtered through Celite. The filter cake was washed with ethyl acetate and discarded. The filtrate was dried (Na 2 SO 4 ), separated and concentrated to afford titled compound 5a as a colorless oil (0.56 g, 71%). 78 mol) was added portion wise at same temperature over 45 min. Reaction mixture was slowly allowed to warm to room temperature and heated to refluxed for 24 hrs. After completion, reaction mixture was cooled to 0 o C and quenched with saturated K 2 CO 3 solution and stirred for 1 hrs. Added 5% MeOH/DCM solution (2 Liter) and stirred for additional 1 hrs. Crude mixture was filtered on celite pad and dried over anhydrous Na 2 SO 4 and finally concentrated under reduced pressure to get product (55g, 85%) as colorless oil. 2-chloro-N-(1-hydroxypropan-2-yl) C was added slowly via droping funnel α-Chloroacetylchloride (65 mL, 0.80 mol) with vigorous stirring, and the reaction mixture was stirred at same temperature for 1 h. The mixture was poured in water (50 mL) and extracted with CH 2 Cl 2 (3 X 500 mL), and the organic layer was dried (Na 2 SO 4 ), filtered and concentrated to afford titled compound 3a as a colorless oil (95 g, 85%). C. The resulting solution was stirred at RT for 1h. 2N HCl was added to adjust the pH 7 of reaction mixture. The solvent was removed under reduced pressure to obtain white precipitate. The precipitates were taken in ethyl acetate (3 X 500 mL) and washed with H 2 O, The organic layer was separated, dried (Na 2 SO 4 ), filtered and concentrated to obtain titled compound 4a as colorless oil (60 g, 83%).
(S)-
(S)-3-methylmorpholine (5a) 1 : LAH (59.32 g, 1.51 mol) in THF (1 Liter) was cooled to 0 o C in an ice bath. A solution of (S)-5-methylmorpholin-3-one (60 g, 0.52 mol) in THF (500 mL) was added dropwise and the resulting solution was stirred at RT for 16 hrs. The reaction mixture was cooled to 0 o C and carefully quenched with water (2 mL), 2 N NaOH (35 mL) and water (70 mL). The resulting slurry was stirred at RT for 1 h and filtered through Celite. The filter cake was washed with ethyl acetate and discarded. The filtrate was dried (Na 2 SO 4 ), separated and
